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Isolation of primary hepatocytes
Primary hepatocytes were isolated from C57BL/6 WT mice and CXCL10 -/-mice fed with HFHC diet. In situ liver perfusion was performed with ethylene glycol tetraacetic acid buffer followed by collagenase IV (Thermo Fisher Scientific) digestion.
Hepatocytes were collected after centrifugation at 40x g for 5 min. Cell viability was confirmed by trypan blue staining.
Lysosomal pH measurement
Lysosomal pH was determined by Lysosensor Yellow/Blue dextran (Invitrogen) in hepatocytes. LO2 human hepatocytes with or without anti-CXCL10 mAb treatment were cultured in MCD medium for 24h. Cells were then harvested (1 X 10 6 cells/mL) and stained with 1mg/mL Lysosensor Yellow/Blue dextran for 1h at 37 o C with 5% CO2 in the incubator. pH calibration was performed in control cells treated with 10μM 3 monensin and 10μM nigericin in MES buffer (5mM NaCl, 115mM KCl, 1.3mM
MgSO4, 25mM Mes) with the pH adjusted from 3 to 7. Cells were then aliquoted at 100μL into a black 96-well microplate and read in a Fluo Star Optima Fluorometer with excitation at 355nm. The 535/440nm fluorescence ratio was calculated for each sample and pH values were determined from the linear standard curve.
Detection of mitochondrial reactive oxygen species (ROS)
Primary hepatocytes and AML-12 hepatocyte cell lines were grown in a dish cultured with medium. The medium was then removed and pre-warmed staining solution 
Quantification of hepatic mRNA expression levels
Total RNA was isolated from cells with TRIzol (Invitrogen), and 2μg total RNA was reverse transcribed to cDNA with First-Strand cDNA Synthesis Kit (Roche Applied Science, Mannheim, Germany). Real-time PCR was performed using Maxima SYBR Green Master Mix (Roche) and a Light Cycler 480 real-time PCR system (Roche).
mRNA expression of genes was analyzed with the following primer: CXCL10 (F:
TGTTGAGATCATGCACGAT; R: CTCTCTGCTGTCCATCCAT).
Oil Red O staining and biochemical assay
4 Cells grown on coverslips were fixed with 3% PFA at 4°C. Cells were stained with Oil
Red O solution for 10min and rinsed with 60% isopropanol. Images were acquired under microscopy for analysis. The Oil Red O dye was eluted by 100% isopropanol and OD was measured at 500nm for quantification. Cellular lipid peroxidation was quantified by measuring malondialdehyde using thiobarbituric acid-reactive substances (TBARS) assay.
Serum CXCL10, p62 concentration and tissue NADPH oxidase
Serum CXCL10 and p62 levels from human subjects were measured by ELISA assay (R&D systems). NADPH/NADP ratio in mice tissues from MCD-fed mice treated with control or anti-CXCL10 mAb was detected by ELISA according to the manufacturer's instructions (Abcam, Cambridge, MA).
Transwell migration assay
RAW 264.7 macrophages were seeded in the upper chamber of a Transwell insert (8 mM pore size, Corning Costar, Chorges, France) in complete culture medium. AML-12 hepatocytes were seeded in the lower chamber in control or MCD medium supplemented with control IgG2A or anti-CXCL10 mAb. Assays were incubated at 37℃ for up to 3 days. To stop migration, cells were fixed in methanol and stained in crystal violet. Cells on the upper side of the membrane were wiped off with a cotton swap and cells that had migrated through the pores to the underside of the membrane were quantified. 
